
I V 01.11.00 

B :^ m m ^ 

PATENT OFFICE 
/ JAPANESE GOVERNMENT 

This is to certify that the annexed is a true copy of the fcdlowing application as filed 
with this Office. 

ih m ^ B B 

Date of AppUcation: 1999^12;g28H 

aj ii # 

Application Number: i i d^i^f^j^^ 3 7 2 3 4 7 # 

AppUcant(s): ^iE$g^*5fj^#tt 





i'RiORlTY 
DOCUMENT 





#^ 1 1-372347^ 



mm^^] 00TA-P2999 

mmx\tmm] M^UMimmmm 3ts24si-^ i^iEmmm^^n 
1^ 

[ft^XttSm] mj^fPig^EiSffl 3TS24#1# :^iE$gm^^^tt 

[amXtt^m] m^tPM.ifKffiffl3TS2 4#l# :^iE^mi*^^*t 

1^ 

i^mxitmm} '^MMSimm^m 3t@24#i# :^iE$g^*fc^^t± 

[^Stl##] 000002819 
100074114 



2000-3101493 



#¥1 1 



M\ mm. 

03-3985-1111 

003551 

21,0O0R 

» 1 

mm 1 

9703058 




4f 5J2 11—37234 



l^m(Dt^xm 2 0 - H E T E ^fe^ffi*^ 

4<Dr;vu^ -ym. i ~ 6 Mo/n n ^t'^^M^T-gtSI^ tife^^M^fSc i — 3 
^ ^ T >«/ ^ jvm. 1-6 n >M^"eS^ $ ti }t ^^M^ilc i ~ 3 fflOD r 

bT-^t?ri:S:#lt5:i-S2 O-HETE^^ffiW^o 
[0 0 0 1] 

*^^ttT^^ K>^}«)>e>2 0-H Kn:2^t/a:-f zii^5^ (2 0-H 

ETE) ^^fe^-rSClil^rlS^-rS^MlCHt- S^jCDT'^S^ 
[0 0 0 2] 

T^^ K>^}6^^ N^D-AP4 5 0;^®^^ICJ; VT^m^t^tiX^m-T^ 2 

0 - H E T E A^wi^:&i;fflg^®^Miii^®«j/jMfii^$:iDiijii$-ti:s 3 1 i)m^m e> 

*^lC$nfc ( J. Vascular Research., 1132^, 79K (1995)) „ t^^oT. 2 0-H 



mSE# 2000-3101493 



V 




11—372347 



[0 0 0 3] 

H E T E^fifelSSf^ffi $:^i--5> r lis o < ^ e>tlT v%;5; 
[0 0 0 4] 

[^^*^«g^ L J: ^ S ^S] 

2 0-HETE®^^S:ISS'rs^^^!IS:f|^-rS3.tS:ge5i:^So 
[0 0 0 5] 

^W^^M't^\Y.^mfi'^M9^\Z.^ 2 0 - H E T E (Z)^J^$:ia«f Sf^MSr^fS 
[0 0 0 6] 

[ffc2] 

~i 4 ®T;i/=¥;i/a, ^^M^-iit3 — 6<z)i/^DT;i/:3^;i/S> ^^M-?-f5ci~i 
4 ® r ^ t/S, 1 — 6 m<D/\ u >{f >M^Tg|^ $ tife^^M^iS: i ~ 3 
r;p^;i/S, i ~6M®7\n'5f>M^'r«il^tife^mM^iS[i ~3M®t fd 

L/T-g-tfZli:$:#0gtt-S2 0 - HE TEi^^lSWj^'^^eo 
[0 0 0 7] 



mil# 2000-3101493 




^||) 1 1-37234 



^m^m. 3 — 6 D T ;i/ ^ Jim hxt^^^u-zfu tr;i/S. n >n/S. 
>M^-es^$n}ti^*M^I?5ti'-'3M©T;i/^;i/Sttt, ^^y^M^, ^mm 

[0 0 0 8] 

V. 'tti^itmx.it. mm. 'fu\£:^ym. mm. ^m. V')-7)\^yitumm. v 
m. Mm. ^'^A'cii^mm. —^^f-ym. i/=L^m. ifi^vym. ^y^i^rym. 

[0 0 0 9] 



2000-3101493 



1 1-372347 

[0 0 10] 

<DjSL^mm\t. B^(Dmv<. ^^Azfmm(D^mzf^cxm:s:miRt^z.iiib^x 
^mMm(DmM<Dmmizi5\i^xit. ^m<Dmf^m im^it> ^^m±J\yu- 

^ ( I) oyit^m<DiSL^myi.. mx ^mm-t^m^x ibq. i~2ooom 

[0011] 

[#gw®^^] 
m^mBm(Dmmmiihxmmx:^^a 

[0 0 12] 

N - ( 4 - tert-:/^;i/7a:~;i/) - N' - k KO ^ 2/ - 3^;i/AT ^ afc-^- 
^1) O-^fife 

4 - tert--:f^;i/r-y > (3. 9g) i::^;!/ h (7. 9g) S: 1 

(10ml) KDdrS>;i/T^ > (2 



4 



aifiE# 2000-3101493 



1 




k\ #^ 1 1 — 37234 7< 



. 1 g) ®^a?>'-;i/^?gt (2 0ml) IC, ■M-U'^A^ h:^re/K (1. 6 g) 
©^^J? (15ml) Sr 0rT'?iTb'f'5fDb}feo mmht^m.^t'^ h V 

4:1) T'Sfi^L. ^M-fb-^^fe^rl. 6 5 g#fe„ 
iHl,^. 113. 5 — 114. 5X: 
[0 0 13] 
[i?5tM2] 

S^atM 1 i:(^a^^f^$:^f 1 — 8 ic:^-r^l:-^i^$:#}t„ 
^l — Sipt^JR f Me r k%t^^MiJ' D V h i^*^ :7 W - S i 1 i c a g 

e 1 6 OF254^fl§V^. : /v^-9-> (1:2) ©^-^M^eSlgl Ufc 

^ (^BJ) Xtti?nn3jx;i/A : :jI^>^-;i/ (9 : i) ®m-&?g-eMlib}t i:^ ( 
* ^) <DR f -fiiSr^-rc ^ fc, p O S i^tU^n e g aOO^gliES I^lCj:yv>^ 

ti:t:^75^:^>tf-^jr (M+H) :S:tJfT-:t>tf-^ (M-H) CDM^'lli^3^-^„ 
[0014] 

l± J. Pharmacol .Exp. Ther. ,||268# ,474M (1994) lCf3«® :&SlCJp|!i!l L 

50mM 3 -=E;i//jNy y :;^n>'t>X;i/3jN>^ (p H 7 .4) , SmMm-fbv^ 
:^^i/'i7A^S:tJfl mM^i^Iy^S^'T^ h^T-fe^'f v^YV K t^V^W 
y;i/h (EDTA) — 3SC!)iRI^*fl^i^S:iD^. ^^tb 

T^^y hi^^^oy-A (S^^lgjfiEli^JfilJE^y h 63af&) , «@i:LT[ 

5,6,8,9,11,12,14,15] h U^'^'A-T^^ K>Sg (TV^>-VAtt^) :S.tJ^ffl^^ 
il LTNADPH (i/^*V*fcig) $:^inL3 7^T'l . 5^r^;Kf£i:$-fr;to .R/S 
m^^m^mBX^XKl^^^sL-^^. r-th-hU;!/ (J^^t^50%) $:ini;^ 
T 1 ^^3 0:^^MTigrgbfeo 2 0 - H E T E ®^J^4ttli, ClSJg&ffi^Jj^ 



ffiiE# 2000-3101493 




1 1-372347 



[0015] 



ffifE^ 2000-3101493 



7 




#^ 1 1—372347 





mm. 




M/Z 


posi 


nega 




1|i MJCfcJt 


ICSOCnM) 






0.13 


192 


193 


191 


113.5-114.5 




20.3 




Bu 


0.22 


192 


193 


191 


84.5-85.5 


98.9 








0.15 


192 




191 


101.0-102.5 




9.7 






0.13 


218 


219 


217 


153.0-154.0 


99.9 








0.09 


??? 


223 


221 


126.0-127.0 


91.5 








0.20 


222 


223 


221 


119.5-120.5 


99.9 








0.14 


206 


207 


205 


122.5-124.0 




10.8 






0.21 


192 


193 


191 


141.0-142.0 


99.9 








0.15 


220 


221 


219 


108.0-110.0 


99.9 








0.12 


150 




151 


143.5-144.5 


89.5 








0.18 


184 


185 


183 


151.0-15Z5 


92.7 








0.08 


154 


155 


163 


139.5-140.5 


77.1 






MC-V 
M9 


0.12 


164 


165 


163 


116.0-118.0 


95.9 








0.19 


184 




183 


151.0-153.0 


91.7 








0.10 


170 


171 


169 


155.5-156.0 


92.9 








0.12 


164 


165 


163 


141.0-142.0 




33 



ffi|E# 2000-3101493 



11—372347 M 







0.15 


180 


181 


179 


136.5-139.0 


85.3 








0.06 


166 


167 


165 


139 6-1400 




59 






0.08 


180 


181 


179 


144 0-145 0 




9Q4 1 






0 07 


l&fl 

1 KJ\I 


Ifil 


17Q 


1 4Q 0-^1 fl 










n 1 A 

Vr. 1 *r 


IRA 


1 119 


1R^ 


1 1<\.lv-.1 1R R 


o 1 .1 








U. 1 V 


IRA 






i 05f ,vr^ 1 *i 1 .11 


OR 7 




iLf C3 tZI^O 






i7n 


1 / 1 


IRQ 


1 in n— 1 1 1 C\ 


Q9 Q 










9nA 






1 1Q n— 1 on R 


fiO 9 






cr^F 


n ifi 


IftA 
1 oo 


1 AO 


JO/ 


149 ^— 14A ^ 












9nn 




1QQ 




OR 








O 19 

v. 1 £ 






9m 


14f1 149 n 




1 7 






0 17 






9M 


11Q n-1 9n s 


09 S 








0 12 


250 


251 


94Q 


191 n— 199 R 


OO o 








0.12 


278 


279 


277 


128.0-130.0 




25.9 






0.11 


236 


237 


235 


125.0-126,0 


92.5 




'lt:^4Sa32 




0.09 


194 


195 


193 


144.0-146.0 


97.9 








0.15 


178 


179 


177 


93.0-94.5 


93.6 





8 



ffiSE#2 000-3101493 




1 1— 37234'i 





1 


0.13 


. 178 


179 


177 


143.0-143.5 




8.1 






0.14 


178 


179 




131.0-132.0 




15.9 




1 


0.18 


178 


179 




114.0-115.0 


87.2 








0.38 


292 




291 


171 


91.9 








0.18 


292 


293 


291 


163.0=-163.5 


90.6 




-0:^4*139 




0.18 


248 






161 


95.4 








0.10 


214 


215 


213 


163.0-164.0 


98.3 






Q 


0.06 


194 


195 


193 


167.0-167.5 


92.7 






Cr Me 


0.14 


184 


185 


183 


151.0-152.5 


89.8 








0.11 


220 


221 


219 


110.0-113.0 




32.3 


■fb^«a44 




0.09 


208 


209 


207 


136.5-137.5 




9.9 






0.18 


204 


205 


203 


160.0-161.0 


98.2 






Br^Me 


0.15 


228 


229 


227 


161.0-161.5 


96.6 






H 


♦0.44 


192 






144.0-145.0 


99.9 








*0.30 


168 


169 


167 


123.0-124.0 


29.6 






o 


*0.32 


222 


223 


221 


145.0-146.0 







9 



mfE# 2000-3101493 




11-372347 







♦0.45 


242 


243 




163.5-164.5 


53.5 








♦0.24 


204 


205 


203 


100.5-102.0 


48.5 








*0.37 


276 


277 


275 


166.0-166.5 


94.8 








*0.52 


334 


335 




155.0-156.0 


22.3 








*0.44 


272 




271 


122.5-124.0 


46.7 








♦0.34 


172 


173 


171 


155.5-156.5 










♦0.42 


228 


229 


227 


157 0-1 58 O 










♦0.43 


180 


181 




145 0-1 46 0 










♦0.66 


270 


271 




159 0-1600 






-fbn^59 




♦0.43 


168 






1 62 5-1 63 5 






<b-&^60 




♦0.48 


192 


193 




1125-1135 






-fb^^aei 




♦0.50 


276 


277 


275 


130.5-132.0 


31.3 






_ H 
NCr^Et 


♦0.42 


189 


190 


188 


144.0-145.5 


50.6 




-(b^1^63 




0.22 


192 


193 


191 




59.1 








0.21 


256 


257 


255 




99.9 




•fb^^65 




0.13 


166 


167 


165 




49 





taU^ 2000-3101493 




1 1—37234 



1^ 







0.15 


180 


181 


179 




26.9 






We. 


0.17 


164 




163 




25.5 








0.12 


150 


151 






69.5 






Me 


0.15 


164 


165 


163 




49.3 






1 

Me 


0.13 


164 




163 




28.8 








0.08 


166 


167 


165 




59.3 








0.10 


180 


181 


179 




41.2 






Me H 


0.15 


184 


185 


183 




48.4 








0.18 


204 


205 


203 




20 








0.17 


188 


189 


187 




58.7 




<b^«a76 




0.17 


248 


249 


247 




32.9 




<b^«877 




0.20 


178 


179 


177 




42.5 




<b^«B78 




0.12 


194 


195 


193 




49.6 




^b^%l79 


Me H 
Me^ Me 


0.13 


178 


179 






99.2 




1b^4^80 




0.18 


296 


297 


295 




99J 




fb^«081 




0.12 


242 


243 


241 




43.7 




fb^«982 


War 


0.18 


214 


215 


213 




46.9 





ajSE# 2000-3101493 




• 



1 1-372347 





OMe 


0.06 


196 




195 




35.1 






Br - CI^ 


0.18 


282 




281 




49 






MsO 


0.03 


196 


197 


195 




36.3 






p 


0.16 


154 


155 


153 




35.3 








0.34 


238 


239 


237 




37.2 








0.15 


204 


205 


203 




51.3 






u 


0.13 


214 


215 


213 




70.9 








*0.46 


248 


249 














'•0.27 


220 


221 


219 




21.8 






Br 


♦0.37 


228 


229 


227 




20.1 








*0.29 


184 


185 


183 




58.7 








*0J22 


186 


187 






24.1 








*0.30 


230 


231 


229 








<ft^<a96 




*0.35 


209 


210 


208 












♦0.33 


234 


235 






36.5 




^b^1^98 




♦0.27 


262 


263 






36.6 






H 


*0.51 


229 


230 


228 









mU^Z 000-3101493 




#^ 1 1— 37234'Z 







*021 


161 




160 




21.7 








♦0^9 


225 


226 


224 




41.2 






|'W-tl>sNCH 


*0.32 


209 


210 


208 




44.5 








*0.40 


334 


335 












crV^ci 

CI 


*0.32 


238 


239 


237 












*0.21 


199 




198 




43.9 






H 

V^OMb 


*0.29 


196 


197 


195 




40.8 








40.38 


369 


370 


368 




44.3 








♦0.24 


200 


201 


199 




52.4 






Br „ 


♦0.41 


374 


375 


373 




44.4 




<b^feiio 


H 

MeO-^jpYN^NOH 


♦0.21 


226 


227 


225 












♦0.39 


180 


181 






31.9 








♦0.12 


302 


303 


301 




46.7 








♦0.24 


164 


165 


163 




22.6 








♦0.37 


195 


196 


194 




23.2 








♦0.39 


230 


231 






36.4 





ffiSI# 2000-3101493 




[^8] 



# 



#5j2 1 1 — 372347 







*0.13 


195 


196 


194 




27.3 








4^.40 


178 




177 








-fk^^iis 






190 


191 






20.1 




lU wSrJ • 1 


Ncr^ 


*02A 


161 




160 

f Vw 




37 4 




'(fc"&ttl120 










194. 








iw 1^ 1 & I 
































91 Q 






H 


*0.39 


196 


197 


195 










cr^er 


*0.40 


248 


249 


247 




71.6 








*0.41 


224 


225 


223 








41:^^126 


X 


♦057 


248 


249 










<b^feri27 


F 


*0^7 


172 


173 


171 









ffif£# 2000-3101493 




1 1—372347, 




mm] 

0 - H E T E ® $: ISW^r -5 S: *i« f -& r h o 



bT-^tf 3 ^#1^-^-5 2 0 - H E T E ^^IS^^^c 




h 



miE4f 2000-3101493 




#5j2 11-372347 n 



nm-mm(Dm-^ ^^ii^^ ^mm #1372347-^ 

^### 599 0 1278830 

s^'ir m=fi^_t0 0 0 9 2 

-f^^B 5p^l2^ 1^ 5H 



1 



ffill#2 0 0 0-3 




1 1—37234 



m m A m 



MM^-B (000002819] 
1 . ^M^M H 1990^ 8>g22H 

ft M ^]RtP^^B]Sffl3Tg2 4#l# 



mil# 20 0 0- 3101493 



